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(54) [£QI!®6») /J— fe?W — iostim 



(57) [KM] (^JEW) 

Pl$£"J£W?J^#£T£/3-7a n< Ktt»tt*MHEtt 
>AX11 5t (1) T3RSi-l-&ffcft««oa«. 




(2) 



&m2 0 0 2 - 1 7 3 4 



[M*J»3 J ^7*>> • 7rH U-^Kt^PrT- 
-fc: PflSSOd*^ * > A T ft * B#?l 2 Ett® i3 - -fc 

IIS*3®4 ] 0--fe£ l/#-WBACE-207i 

[B#IS5) ^7 e >> - 77^ U— CDKfi^'D^T- 
1?B*#Jt*ajsK»-i:t:* e - 7 5 D>f Ktt*ttt*S3C 

[M**6] ^7'y>- 77$ U— CDK^7'D^7 — 
*W^:/x>Tfe*B3RJ»5Ett0/3-75 Df Ktt* 

[W*«7] ^^f>> - 77$ U—^S5'S7 , D^7— 20 
if E«W**'<:7 r *^ >ATft*>M#9i 6 BSt££> £ -7 

,[B*9i8] e-7sn-f Ha»ft»astts§^7 

JC&MMftB&iJ. 

— e«ttB««* 

®-«so) o c - * 3 7 s ; sai 7^r t k 

XXX 



HN 



^CHO 



0) 



®-«££(2)<3 3 7SyBai^&&W?K 
[ft 2] 



o 



r 

o 



[«*, R<* Re tt«tft-en!453[JCiBBSfctt»att 

.o<&$7Ju*;bg£?iu Rs i^7 = ;i, *ss. * 
s*»*. ] 

®-B«(3)©C-*3 75yB»»7;W7 r t K 
Ut 3] 



OH O O Rj 



(3) 



[5t*, Ri , Rz . Rs lt*ilWl'&$.\Ztil1££Wl 
(4) <0 3 7 5 J KSjS^ 6 ft -5) < 7> K 

[ft 4] 

- t f r i 



CNH 

II 



(4) 



50 



R4, Rs , Re tt-ttt-ftlfflSilCttJliWI 
[M3RJR10) R). Rs , R4, Re 

51M32 -^fJ^^i^'SOW^TfeO / R 2 , 
R5^WH, n-^otf^S, iso-7*nh B ;i/Ss 

^;ua, 4 - 7 s y *5 2 - > ? ;^ ^-x 

^HOftn^Tft*, B*«9E«W>j3--te£ U*- 
-WSttBS*. 
[M*3B1 1] R1.R3.R4, Re ^f^f'^n 

-^□t:;^ iso-ynb 6 ;i/a, 1 -/^ju^n tr;i/ 
£, 2 -^j^Dtju^^^^n -^juscotfm 
7^T$>9s R2, Rs*^^;us, 2-*^a ; £^;px 
4-7 = ; y^us&at^te 2 - ^y>^*x 

^;US©Wn^T**> M**9, 1 OE«M>/3--fei7 
U^— tf«ttB*W. 

[B*JS12] M:R9 9. 1 OSfcttl lB*Ofl- 
-fe£ U^— tf*§ttB«ffl**»J«»i:"r«)fl-75 D-f 

[B*JS1 3] 0 -75 n-f K«:*tt#ia«e*JB*« 
7;i^W^— *!T*S>, B#gtl 2E«<&iMHH. 

[B*914] Ii*J19> 10, 1 lEtt<3/3--fe£ 
U^— tfSttB«a**»J«#tr«i8-7SD-f H*fe 

ISttB»JOX £ U -x > • 

(1) * r ^DD^I*ttBACE2 1 . *jS*5t»jM0CAc-SE 

VN LDAEFRK (Dnp) RR - NH 2 A* y 7 7 — it 7& £ 1R £ "t £ . 

5, 

[M#9U 6) ^7 p 7^f>A*l*ft»il/T«ffl 

^— tffgttBMJtjBgu-r^^^tWFat-r*. b*« 



(3) 



4#M 2 0 0 2 - 1 7 3 4 4 8 



3 

[If #311 8 3 MteRJHl 7IE«©/}--fc0U* — tfiS 
[H#9tl 9] il^Jil 7E«<Dj8--fe*U*-- WS 

IMsRJR 20) 5 - 7 5 D-f Ktt*ttl*ia«tt**** 
7;UU//W^-#!T**, IllSai 9 I2ffS<^fegfgy. 

[0 0 0 1 ] 

SttHSJHlcHT*. Bp-t>, #369114. 7*W?- 
*!©»JR?B*tLT*ffl«i:fl-7an>f K^/SPPfrJ^JlC 

.< j [0 0 0 2] 

[fifSt^affil £3=* *AAP<0*iDlCfn^ *AttsB 
*«©»*JcW3»ttK»fl©lll583M»<a*nTl»*. 
*Att««ffi^«*W*»T**7A^V>-f "7--*Stt, 

aa^siBv *A«©it**J:tf#«ii«»«io»ric*»« 

CTdr#A^nTt^ (Alzheimer, A. (3907) Central 
bl. Nervenheilk. Psychiatr. 30. 377-179) • 7 )Vy 

tmmmmz & o , * ASEanst* u-t * tc ± o w^sa 

<££/&#T&&0-75n-f Kl4*M*ISflUg*#LT 

LTl^^^A'i^Tt^ (Yankner.B.et al. Scienc 
e. 245. 417-420(1989); Cai.X.. Gold. T. & Younkin, 
S. Science, 259. 534-516(3993); Rose. A. .Nature M 
\ ed. 2. 267-269(3996); Scheuner.D. et al. Nature Me 
1 d. 2. 864-869(1996)) . fl -75 O-f Ftt39-433R*0 
75y»*6tt*»«b*-ri^^>r HTftO (Glen 
ner, G. G.. and Wong. C. W. (1984) Biochem. Biophy 
s. Res. Conraun. 120. 885-890) , ^<DmmWT$>Z>T 

0, (Haass. C. . and Selkoe. D. Cell 75. 
1039-3042(1993)) ; Roher. A. E. , et al. Proc. Nat 

1. Acad. Sci. USA 90. 30836-10840(1993)) . 75 D 

etal. Nature. 325, 733-736(1987)) T% |S75D<H 
©]7»*l(4ifia»ttT«»rS:SW. N*J«*i£tJ#* 
a*9l20kDaOW^ilffl8S^lZ»i*Stl*(Seubert. P. e 
t al. Nature. 361. 260-262(3993))* — 0 7 5 D 

-r ki475d-t HMKtt:2e)t©c*a««iisaEU, 

0 7 5 F©W«Tffl«S*t*B£bfcfl7 5D'f F 



0, 75 D-f FMHttSeK (APP) 0>jS--!Mh* 
- > $ ii T , ffi rc 0 - -fe £ U * - BSM 

iiSLfc. fl-*i? tricji, 75y&esyy#»fc 

^aa^it^^^SSL, BACE-l (Vassar.R. eta 

1. Science 286 (5440). 735-743 (1999)) , BACE-2 ( 
Yan. R. et al . Nature 402. 533-537 (]999))'£*ft 

io Lfc*#i8 -75 D-f Fft*tt»SSttt£SU «Atf, 
7Jb^/N^^-*i0^9JtbT<t^O* i! b»^^Tti 

ttfc (SinJia S. et al. Nature402. 537-540 (3 99 
9), Hong L. et al. Science 290 150-3 53(200 
0)) . tztzLs BACE2lCBBLTtt, J: 3 ttttJttofe 

[0 0 0 3] 

*tt<Z)Hfll4. /3 7 5D< K±filc*ll»J»»tl/TSffi4 
[0 0 0 4] 

<Dt&&. ^<y'iy> • 77^ U— <7>K14^0T-7— fe'RB* 

so £^/#bfCo 4&fcBL<tt* *»STH ^v>' 
77$ U -c0^7 # Dx7-ifPl^^J^^I-4^B^(^^ 

fc„ «ifi<Dfl--fc£U#-~ &zm?Z>mg (Sinha S. e 
t al. Nature 402. 537-540 (1999), Hong L. eta 
1. Science 290 150-153(2000)) IZ«fc*ltf, tOft 

&m&*t&7)iyj\'f -?-ffim<z> & - 7 5 d< Ftt»tt 

40 75, d<llC»bT8U»<D«ft (Bigl. M. , etal. Neuro 
sci. Lett., 292. 3 07-3 30(2000)) Tt4, bh^APP695 
(75D-Y HWI*^>;^) ^->x-r>iSS# 
^S5g3gT^) h^>7,v ? x-^^V^^ (Tg2576) 

®UDi^!C{*^7^^A-r V-ai©i3 -75 Q-f K©tt* 

®Tg2576eO]3^«XlXl7J9«©H«JtfCd3tf«BACE] mR 
NA^in situfCT«iaaLfc^C5, »*tt«ffiO»«IB 

iaic«BACEicoK3s*<BA6nfc^, einsTfl — 



(4) 
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(3)7 5 a-f FJt«Mft*fc 0 S <«*T<0»a#3^£ 
i> -5 C t ti/j: < . 8MM* JMMBS'^- > *> fl - 7 5 □ 

f^BACEl J£JW O 0 - -t £ U ^ - if (7) , T ft to *> BACE2 
bMliD, BACE-l-tOfcBACE^SrBBS-r****. «k 

o is - 75 n-f Ktt*tt»a«tt**«w*attKBii*«a 

--fe2 7*T £> & BACE- 2i:HLTIii 

— MSttB#»tt. cfcO*»fcfl-75D< Ktt*tt# 
[ 0 0 0 5] ^Uio*>*&m(D^\ZMTlZ^?mDX 

(1) ^7"->> • 7x5 y-©Btt:7o^7--t?E*#J 

(2) ^7 V >>- 77 5 'J-©ltt^DT7- fcf^^ 
•>>T**±E (1) Ett(0i8--fe*l'*--tf«ttlB* 20 
»• 

(3) ^7^>>- 7 7 5 U-<D@S1i7 , Dx7-ilPlS^J 
7b^7 P 7,^5 1 >A'C$)^±fS (2) fS*c£>/3--t£l^- 
-WSttESJH. 

(4) |S--t^ lx^-izWB ACE - 2 <D75 ^iSffi^J 

©ist$)I), jtie (i) - (3) 

-t^U^- t?«ttB«»J. 

(5) ^yf>>- 775 l>— ©■M47 r 07'7— " tfB*#J 

5 - 7 5 n-f Htt«M4#««ttRft* 



(6) ^7 % >> • 775 'J-(0K147 r D^7— fe'^7* 
->>Tfc*±E (5) EtWDj3-73D^ Ftt*MS#S 

(?) ^y->> • 7 7 5 v-omzynT-T— t*B*3!i 

^*^7"7,^5 1 >AT$)^±fS (6) IBfJcO/3-75 

(8) j3-75D^f H!t*tt#8attSff^7;W/W 
■-?-mrfcZ>, ±E (5) - (7) W?nfr<D#m$E 

®-«a0)©C-*37S;»»i7^7k K 
[ 0 0 0 6] 
[ft 51 

ill 

II II 0) 

o o 

tt#«tt<ote»7;Wr;i>«*»u R^i^ayi, * so 



T^xt)itiB«$fcii»««o<s»7;u*^*** 
t. ] 

®- ttSC (2) CO 3 7 5 7 IS »S * b fc « ^ 7'^ F 
[ft 6] 

111 



II it 

o o 



[St*, R^> Re tt-tia*ftttlfclCi»*tt©lI«*fc 
tt»8SOfiS7^JHS»L, Rs 1475^8, * 

7;u*;vss:Srr. ] 

®-»5£ (3) <D C-*375>'&Sa7;i'7 : t:K 
[ft 7] 





(3) 



CHO 

II 

OH O O *3 

®-JH:5£ (4) © 3 7 5 J mmfr £ U ^ 7'^ K 
[ft 8] 





(4) 



CNH 

II 

oh o o R< 

[St*. R4 , Rs , Re Ji-tn-^nSljtlcWaiB 

(10) Ri, Ra, R< > Re^nfn^^n, 
n-7'otf^S, iso-yDb*;VS, i-/f^ot; 

-*^;u^:tx?;i>S(Dfflftj&>T*g* R2 , Rs*^ 

n-7"Dt*;i/S, iso-7 B nt:;us> 
;u7'oh e ;^> 2 -^^;i/7 r n tr;i/», n-^^s, 
2 -ajw^-y^x^us, 2 -*;W***>x^», 

4 - 7 5 y 2-* ^)l<^*X^)im<D 

fnjn^Tfe^, ±B£ (9) EK©jS-t^V^- Witt 

BSSO. . 

(11) Rj , R 3 , R 4 , Re n - 7" □ tf 

;i/S, iso-^Db'AS, i->f;^Dtm 2- 

19, R2s Rs ^^H, 2 -AJW^-f^X?;!/ 
S, 4-75; 7*^;i-£&-g>^te2 
»©ffl<0*T**, ±E (9) , (1 0) B«0>j3--fe 

(12) IE (9) - (11) EffitCDft^ftT, 

Dy7v-i*B«««t*r*<t*ftt*aa»tr« 

(1 3) ±E (9) - (1 2) EHOiS-'t^U^— tf 

Pis so i t-r*/3-75D-rH a^tt 



(5) 
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(14) 0-7* CK Ftt«ttfc«*tt**#7*:yA 
-fv-|«T**, ±E (13) E«<D*6!8#J. 
(1 5) ±E (9) - (1 2) teS££>/3--fe£ fe* 

(16) T#XfIckOfc*fi--fe£U£'— fe # i£ttPfi«»J 
U-->^^. 
(])»Bl^i? r WiDPl*ttBACE2*«fflL, (2)£/SMftS; 
HMOCAc-SEVNLDAEFRK (Dnp) RR-NH2 y 7 7 
fit, »ls-C*IMt«*©«*"«:aDAT«»-r*, (3) 10 

era. 

(1 7)X^f >A*i*ttJttlTttffiU ^7 # 

ttB«j*a«ncife»atT4, ±B(i6)« 

<Z)7£ ij — - >^». 
(1 8) JtIB (1 6)*2fctf (1 7) tt<D^i7U-->y 

T*.fl— fe£ U*-ifiSttPI*S(l. 
(19) JtE (18) E«©/3— fe^U^— tfSttE* 20 

w*#jaj5fc»i-r-5iS7 5D-f K*j«j»*jsy. 

(2 0) _LE (18) E«W>0--fe*1^ — tfSttH* 
(2 1) j3-75D>f Kit3»tt*MS«tt«?***7^!VyN 

±e (20) E«<&i»as»j. 

[0 0 0 7 ] 

7 s y - o®rtt7 p n 7 —tr hsxu £ fc ttaaost ( i ) 

U^— tflZte* BACE-3 tBACE-2CD 2^CC>1t^^<- 
7^7ffil> -Ml-tftlOttXEM, 75/MBMtt«# 
Stl4iJOta-5Tl»* (Vassar.R. et al. Science 286 
(5440), 735^743 (1999)) , BACE-2 ( Van, R. et al . 
Nature 402, 533-537 (1999)) « **98*C*tf*^7 r 
v> • 77^ 'J-OSSyDf7- tfttt, 0!I*J4\ ^ 

0^tl43^^^7^>> -77^ U-©Ktt7 r DT-7— tfB 40 

.tain KKtt7 r OT L 7— t?icB§*ffitts^rft-&« 

#)T£>0, ^Dy7V-AK«»ttt*-r*c:t3&«»* 

®HBtSC(l) 0C - * 3 7 ^ 7 62SS7AX b F 
[0 0 0 8] 
[ft 9] 



UN 



CKB 

II 
O 



CKH 
o 



"CHO 



[set, r i , r 3 i4^4a-fnasica«sfci4»ft« 
■«*fcii»a«(offlaB7A*A***ir. J 

®-»5t (2) © 3 7 H y R»X*> 6 ft 5 7> F 
[ftlO] 



r 



II 



(2) 



[3*f, r< , Re «-tn^iafeSEtc?*7j<tt©iafs*^ 
t4»a«ewtt«7^*^ait»L^ Rs\*7*;m. * 

7;i/*^»**r. ] 

<D-»5t (3) © C - * 3 7 £ B»X7 ;ut-* t F 
Htlll 



II II 




CHO 



R 3 



(3) 



r 3 ittii&issLiLizimtm 



0) 
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II 

OH O 

[it*, Rl > R2 . 

i;***arr. ] 

(4)<D37$; ttStX** 6 ft * ^ 7^ F 
[ft 12] 

(4) 

OH O O R£ 

Est*, R4 , Rs , Re it^n^nnsLizmmtm 

;£f£Bj!<7}R i , Rs * R4, Re 14, BH*tt©itt«Sfc 

i4»tt«cos*jsi-8oissi7;i/*;ua€:ab, «a 

t4\ *^X- x^;US, n-7 r DbVUS, iso-7'n 
fcf^X* 1 tf^S, 2-^^7 r Dh> 

£. n-7>;l/g, n-'OWi, n-A^i>;H^ 
Slitt 2 - > 9\H^*X?Jl,X*¥tf S d t*«T**. 
#*b<ttR i , Rs , Ra s Rb^ n-^DtfA 

x, iso-^at^x, i -*^7'n tr^x, 2-* 

5 1 ;U7*D \Z)V&&Z> tW4 n - ttJimzmtf* d <h **T 

*5EgjtoR2 , Rs t47^/S, 7j<K^> 
^v-;us, ^;w\ #: t-f ^XTBlftSiiTtiTfciiiitSI 
*fcJ4»tt«©«** 1 - 8 cd«S7;u^;us^« u, 
WAtf, n-7'Dtf^S, iso-7*Dt:;i/ 

X. 1 -t^JV-Ja KAX, 2-^^;U7*DhVVg. n 
-7>;^s, 2-*;^VE-f ;wx^x, ;2-*;u#* 
->x?;us, 4 - 7 5V 7 r ^;ux*^> t4 2 - > 
*x^;l/X**tf*Ct^T**. R2 , Rs £LT» 

4 -7£ y^^Xfcfc^te 2 -^^b^X^jUXS: 

^ 'J-(DK«tyPr7-i?KSB'JtLT, «Atf^^ 



(6) 
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ttB**J£tt, 09 A tf LLL (MG-132) . LLnV (MG-1J5) 
• ClitfT**. »*b<tt. LLL (MC-332) 

[0 0 0 9 ] [B*#JKE] 10 
DMQD : Ac-Asp-Met-Gln-Asp-H (aldehyde) 
LEHD : Ac-Leu-Clu-His-Asp-H (aldehyde) 
LL : Z-Leu-Leu-H (aldehyde) 
LLL : Z- Leu - Leu - Leu -H (aldehyde) 
LLnV : Z-Leu-Leu-Nva-H (aldehyde) 

[0 0 10] #529i<7>S2SM»te, ^7 B z/> • 77$'J 

*JW©fl-75D-f HtttttWI»*«il/Tll 
OT^«*»tt7;U^A<v-*43«fctfffl»tt7;^^/W 20 

[0 0 11]*»«©»3Si'«H |3-t^l/^- t*CD 

— Ifitt, BACE-]43J:^BACE-2CD-^CO-y-^^-f 

(Science. 286 (5440), 735-741 (1999), Na 
ture 402. 533-537 (1999)) . (3 - ± 2 V$ 

-i?*SttB«*Jitt* ±EBACE-l45J:tf»ACE-20— 

U* — tfSttBMIIitt* It^-T 7'BACE-2£<£ 19 
BJRWK:fi«r*'fc©«JW*tf 6*1*. 43, #*9ia> 30 

UTUfttf*ftTJ:<, 1*^<7*BACE-l£|51^L&^ 

[0 0 1 2] *»§8©*4!g«tt, fl--fed7l^— tffl) 

BACE2ttt, WAB, HACE2©BIJtBF>-f 
D lC6xHis$> >7*^>Fc^ ^ £ 
*»W©^^U-n>d/*ttTtt, ^^^^SHMOCAc- 
SEVNLDAEFRK(Dnp)RR>NH2S«i:flS^ ^«»DpJJ8ttBACE 40 
2«**fi'&U *t»T*l»{b««©*JStJD*T«» 
T2>*«, *0R*»*. »BE, BflWzHbTttMta 

WAH X£U-X>^0£/fc^£js£teO.2M NaOAc 

-hoac buffer( P H4.6), 30 uum^^mnmm, mmm 
mm±4o%(v/v) zmtR-?* z. tafia Rfcrnmittx: 



10 

LTttex-320nm, em=405nmTSfS5g£fj5 Ci^t 
£4ilcJ;D0*£W*-tf^75D^ Fffl«fls«) 

[0 0 13] (1 ) - (4) TS$n§ 

SfeOtLT, ^£*©75> r HS**tW-i'SjS 

X. I ^ «S £ J CO 7 ^ y ffi tt 31 * 4i *0 © 7i ft T "5 C t * « 
T#. «Att, a4KfiftJRfl:?lftffi2 2 r«S«A] 
Vj (*i») ic^CT^iS-r^-^^T^^o 

RV 1 j tea&lOE.a) (KSCfl^BIA) KB*©"* 

[0 0 14] *»WOj9 -±9 U>— fe'SttffiSSJtt, 

#IIRffi»lcJ:-5a#, STSli B^rSA, 
fcabictt, *»flo^>y^Bt, EitbTff^n 

w s js#, » £ b < tt*ttffi* o * \zmm * fc una s 
is^ij. t;^, *^^»j»^->D^y?Ri(7)#ffia 

^Kt*tt*fcJ4ttffl»©+rri6**fctt!HaSl*T« 

b««d^m. #a»»wj:Da<:afi5-r*ci^T** 

a*tt0.00l-l00mg- »SL<l-40.l-]0ingTS> 
[0015] 

[»aai «t. »««icj:o*»a«r**wtKa-r 

*J8afac:ii6(3r>a««lcJ:t)W6BXESft4t) 



(7) 



nm 2002-1734 



11 

[0016) mmm i . 
\ mm?*?7^ Kdmebace2co^^ 

k HBACE2 cDNA±fi^^tT7 e ^7>a KCenBank No. AJ27 
4802 12NCBI ck 0 ISA Lfc B Sal IS: tfNotl *NHb iC £ 0 ^ 0 
ttiLfecDNA'1' >it- pUCl9^^-7s<i:LTSR 
cyo^-^-. EcoRI-Xhol-NotlD >#-&t>'SV40C7)p 
oly (A) ttt DSe^J ^WT^^^- OXhoI - NotI « K 
ffAl/:o ffb^c^T^ K£pMEBACE2£#£L*:. 

2) ^^7^7>^ KpMEBACE2KOffif?l 10 
BACE2 (D&mJim £ ±# £ 3 /t tf> (C , BACE2 IC D if -7 £ 

-TCT GAA TTC CGC CAC CAT GGG CGC ACT GGC CCGGGC GC 
T-3* Je^tfS' -GCC CTT GGA GCG GTA TG-3' £JH/>Tp 
MEBACE2^^^ibTPCR^tf oT^^cl^rM-^EcoRI<LBst 
XIT^{bb^miC^^<ii[jy;i/ e fc 9ift240bp<2A> F€r 
«9liJbSrfi-]£:bfc:. flfcUT, P MEBACE2^EcoRUock^ 

EBACE2S:BstXIT*«<bL:T»fc»lkb^»fH'3$, l^ft 

t>««*«iy;i/* s <z>«j 0 Ha t \z a 0 nil bfc. km- 20 

}> 2R^3*?i^-r-6Ci:JCJ:0, BACE20«RHtt8B 
I4±1^^1f ^^)3 >"fe>-y-^EJ"JIC«»tfcpMEBAC 

ICcfcOteiSbfc. 

3) ggjl2lz2Lg KpMEBACE2K_nHD<DWS£ 
-&JBK*U3f^i7lx^^ H5 f -GTG GAT TGT GTC CTA TCA 
TCA TCA CCA TCA CCA TTG AGT GC-3' RZfS* -GGC CGC 
ACT CAA TGG TGA TGG TGA TGA TGA TAG GAC ACAATC CAC 

AAA-3* *, 5' 5f5JS€r»J>iS{l:b^^lC7--U>^ 30 
b . pMEBACE2K ftPfl¥I & «fc tfflotl TfBft b T^f^^cKM* 
£»ttbfc. iOAilCLTWfc^^^S Ftt, BACE2 
OJJIRii F*-f >£t*©fttoOIC6xHis^yt*-r«)iB 
t*W^63-HT5. = H *pMEBACE2K_TM 

DiA*bfc. 

4) ^7°:? 7> a FpMEBACE21LFcCP«» 
pBSK-hlgGFolinker+ttb hlgGOTc F*-f > (IgG-FcCD 
sequence : GENBANK ACCESSION, YM735, 756ffiS@-34 
62&SS) ^<£5' ftyiCEcoRI-Hindlll-Sphl-Xh 
olflV^U^D— X >^-y--r 3' flSOotl-SacKB 40 
WhS:St4^^$KT*S. 7*?-fV-5' -CGC 

CAA CTT CTT GGC CAT GGT AGA-3' &^5' -TAC GCT CG 
A GGC ATA GGA CAC AAT CCA CAA AAT GGG CTC-3' Sr/B 
I s TpMEBACE2 1 flfffl i b TPCR * ^ 6 Mfc K Jt *Eco 
RI R Xhol "CilMfc b T » fc « Jt * . pBSK-h] gGFc - 1 inker 
x >{f*M F+CDEcoRI-XhoIIWKJt A 

{fiZ^omi&Ltz. »&ttfc:/5*5 FfcPflMiatfHot 
ITWft-r* - t IC± O»750bp<DWrJt*», pMEBACE2K so 
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*PflMI4$J:lttotlTffli<bbT»fc*WH-ta(Sbfc. 
C -5 IC bTftfc 7 5 * 5 F J4BACE20MJta K^-f 

*77 7,a F*pMEBACE2K_Fci4i*bfc. 
5) »^mD^J«ttBACE2Q»gfecttf-fAHtW« 
t# b ftfc ^ ^«1D *J@'ftBACE2 63-Kn^775H 
6C0S]MBlC*Ar4wtlCJ:0— CO 
SJ*HlJ3S£]50>im,7 r U- MCffli#£*. 50-70%ZJ>^U 
>MCJtbfcMN«TFuGene (^-U >#-^WW A) 
Sffll»T:/5*5 F«:*AbJfc. WA*fl 1 liFuGeneCOffl 
SRSWicbfca^fc. «Ai)B SlcMjtaWiSttlwS 
»U -t^)****€:>l«bfc. 7BStt^b8BBlC* 
•±*£I31RU 3000®^, 10#M»'M», -20 t CIIT 
«««#bfc. 6 xHis^yW-lDflO-RWfllHlC^^ 
TteHisTrap (77ytA77^v7) SfUJBU ^ 
— * — (0ffxai»W»O«Ettt*bfc*^T, 40mM, lOOmM 
R^500mM-f ^ JblCT&EtiU lnilt?*07 5 £ *> 3 

* - : > 3 > « f? o fc, Fc * ^# J)P A - IC -3 1 > T 

(IHiTrap Protein A (fnj) £?UE U ^— *-©Bl4ftfK 
WOEItlCL&^T, 0.2M^X>IS-«9^*g^^ 
(pH3.6)tCJ: OMl, lnil^7^^->3^->'3 >^ 

[001 7 ] 2 
g y^taD^JiSttBACE2g)7 $ a-f HOT8B#:«?ltfr%ttiWg 
7 ^ D< HW«#i bT^JSJc^JtSKMOCAc-SEVNLDAEFR 
K(Dnp)RR-MH2t«fflbfc, **ja«3t»Ittt'<^ FW 
^M^OISAU ^-*-<0»aKW»©IB«»Cbfc3&« 
■^^c SlCflt*iJBS«0.2M NaOAc-HOAc buffer (pH4 . 6) , 3 
OAtMSftdASK&H* »*«««*40%(v/v) i bfco 
37 < CT]4-18PtPp^^^, 7;i/*D^*^r >IHCTex-3 
20nra, em=405ninT*7tiH3£€:f5^&. ^^J^TlC^ 

-To 



(8) 



t*M 2002-173448 
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i@a : 

[*>^JM5] [«#B«] 

6xHisfijf§Jffi, 7yi?zs3>2 121.9 

7 99 I'm >5 46.7 

Pc^^»«fl 37^->a>2 215.6 

7^^5/3 >3 143.1 
^f-r?3>hD^ 25.7 
2@@ : 

6xHis£S$JiPp 77^*>3>2 112.9 

799i'B>* 44.48 

Mock*A^S±Tg06xHis^S^ 

^^^75>3 >2 42.71 

77^">3 >3 43.07 

Vc9 9m»& 799$'*>2 77.38 

77^y3>3 26.07 

y?>7i/3 >2 21.44 
:7 ^ £ -> 5? >3 20.17 . 

^3 > h O— ^ 26. 66 

[0018] MKM 3 

^^i^L^Co 50uMRtf5juM ^7*X^^>AI^3mM^^ 7 
~ ;i/JS» £ L , 5%& 1/0 . 5% (v/v) IC T S j£« K S& JD 
Ufc. JtttOfc»5%Rt«).5%> * y -;i/O^0fiB«a* 
fc«Wlfe, S«?tt33lTfT^fc. ^7*^^^>A«50 
AiMTWfc^&PlSIStt*, 5tfMTt>*30%®B#«tt* 
^Lfco 1 iC^To P10-P4'statVfe 1 juMTBJ 

&J&>frBACE2H**§tt*^Lfc#, Cn^Sinha^ (Sinh 
a. S. et al.. Nature. 402. 537-540(3999)) **BACE3 
£lC50«»30nMTB«-r* C LTt»-6S»7t 
P4fT**. BX§ma^**^>teBACE3£P.§«L 

9 L >AttBACE]«rB**i'. BjRWKHACE2 &Pfi*"t£C: 

»-6P10-P4'statVttBACE2 £B*T* fcOCO, «t OiSJR 
65ICBACE 1 £P1^T£ t>©T** d 

[0019] JHEffl 4 
g ifttto ^J«ttBACE2lC»r ^>a^ g)B*Pflg«Q g iz 
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ffi^l/tc #a»*Pfl«»JO50juMSi;5MMICC?ti 
TttlmM ifM^DMSOIITirabfec Pepstati 
n I-4 ^ ^ y — ;HC T < Phosphoramidone \% d H2OHT) niMig 
ffi£BMBl/&. 5%a«0.5%(v/v)lCTS«>*lwJg 
mistz* 0.5jLiMIC^^TI^lmM^a5^dH20lCT]/30^ 
U 0.5%(v/v)lCTSltiKtC*JbUfc. LLLal (MG-33 
2) , LLnVal (MG-3 35) \Z^UT\t^7.9^>ktmm 

10 $few*f7-3fc»*. cne>oB«35pji-i^t*nt>BACEiic 

[0 0 2 0 ) HffiM 5 

ggJOfli;^ U^-if?§ap.Bg^ffi^^O?f^tt (LLL 
(MC-3 32) > LLnV (MG-13 5) 2 HIV protease inhibitor 
<PB«a*) 

SIIS014 £ID«k:LTLLL, LLnVSr/Stt^D^T-if 
P1^3ijT&3HIV protease inhibitor <BBACE2P.§«2ft* 
£»WLfc. HIV protease inhibitor ttDMSOfc T3niM?g 
20 Mfitft. KJt>Wl3STfTofc. J^TIC^T 
HIV protease inhibitor PISft^JB 
LLL, LLnVHtDliTttffi»ja*OH3att«:«I8 

>A, LLLS tfLLnVM8ACE2»tt * Pfi*-f 3 Z i 6 

[0 0 2 1 ) 

SMI y'tDy-y — ifB*»J **SSJ«» £T£/3-iil/^ 
— tf«ttE#*J**ffl«SJ"l*. *«^i3-tl/ 
30 ^^-ifSttB«»ttBACE-20«i4B«3Wt UT#aT 
«:ftfc|3-75D-f Ktt*tt#«gtt««^«»J 

[HI) *««3lC*5^*Pl*^bBACE207 5D'1[ 

gE#^i«^3t«»ifflWt»r*Pis»j©a*&^r^^ 

[12] JWS«4lCJ3^*^* r «iDPlJ8ttBACE-2 
JC»-r*a*0)»*B«JHO/3-fe* U* — WSttESf* 

40 [B3] *JK«5J345»t*LLU LLnV&tfiStt:7'rJx7 
— i?Pl«SijT*2>HIV protease inhibitor CO BACE2BS 



(9) 
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(51)Int.Cl. 7 
C 1 2N 
G 0 1 N 



// C 0 7 K 
F^-A(#%) 



15/09 
33/15 
33/50 
33/53 
5/027 



ZNA 



2G045 AA35 BB10 BB4 3 BB46 BB48 
BB51 DA77 FB01 FB02 GC15 
4B024 AA01 BA80 CA01 GA31 
4C084 AA01 AA02 AA07 AA37 BA01 
BA08 BA10 BA14 BA15 BA31 
DC38 MA01 NA14 ZA162 
ZC202 

4H045 AA10 BA12 BA13 CA11 DA55 
EA20 EA28 FA74 



F 1 
GO IN 

C 0 7 K 
A 6 1 K 
C 1 2N 



33/50 
33/53 
5/027 
37/64 
15/00 
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ZNAA 



